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background:  Although hypertension is a prominent risk factor for atrial fibrillation (AF), single nucleotide polymorphisms (SNPs) were found to be 
associated with AF in genome-wide studies. We assessed the association of a multi-locus genetic risk score (GRS) with AF.
methods:  Cox proportional hazards models were used to assess the association of a 12-SNP GRS with incident AF in 27,471 subjects of The 
Malmö Diet and Cancer Study, a longitudinal study of middle aged men and women from southern Sweden.
results:  During a median 14.4 years follow-up, 2,160 subjects had a first AF. The GRS was associated with first AF events (P=1.8×10-28). Subjects 
in the top quintile of the GRS had 2-fold increased risk of AF (HR = 2.00; 95%CI 1.73 to 2.31) compared to the bottom quintile in a model adjusting 
for age, sex, body mass index, blood pressure, use of antihypertensive medication, smoking, diabetes, coronary events, and heart failure. The GRS 
was also associated (P=0.02) with a first ischemic stroke: HR = 1.23; 95%CI = 1.04 to 1.46 for the top versus bottom quintile. In both those above 
and below the median age, the cumulative fraction of AF events was similar for those with high GRS and no hypertension (HTN) and those with low 
GRS and HTN (Figure).
 
conclusions:  A GRS based on 12 SNPs identifies 20% of individuals of European ancestry who are at roughly 2-fold increased risk of AF and 23% 
increased risk of ischemic stroke. Aggressive monitoring and control of blood pressure may be particularly beneficial in those at highest genetic risk.
